Abstract Aims: To determine: (1) whether there is an association between collagenous colitis and coeliac disease or lymphocytic colitis; (2) the distribution of lymphocyte subsets and macrophages in the lamina propria and surface epithelial layer in collagenous colitis; and (3) the colorectal distribution of the disease and whether a mucosal biopsy specimen, using a flexible sigmoidoscope, is sufficient to diagnose it. Methods: The clinical data and colorectal biopsy specimens from 38 patients with collagenous colitis were studied. In 10, small bowel biopsy specimens were also available for review. Immunostaining of the mucosal lymphoid infiltrate with a panel of relevant antibodies was carried out on formalin fixed tissue in seven cases; in three the phenotyping was performed on fresh biopsy specimens separately frozen or fixed in B5 solution. Results: Coeliac disease was found in four out of the 10 patients with collagenous colitis who had had a small bowel biopsy, in contrast to the prevalence of the disease in Australia of 1 in 3000. Collagenous colitis did not respond to gluten withdrawal. Five of 29 (17%) of the patients had a mixed pattern of lymphocytic and collagenous colitis. Immunostaining of the lymphoid infiltrate showed that the striking increase in intraepithelial lymphocytes in collagenous colitis was due to an influx of CD8 positive cells. The occurrence and severity of collagenous colitis along the large bowel were independent of the anatomical site, and in more than 90% of cases biopsy specimens from the sigmoid colon or rectum were diagnostic. Conclusions: There is a very high incidence of coeliac disease among patients with collagenous colitis so that jejunal biopsy should be an essential part of their investigations, especially if symptoms persist. However, only a minority showed a mixed pattern of lymphocytic and collagenous colitis. The intraepithelial lymphocytes in collagenous colitis are CD8 positive cells. Collagenous colitis can be diagnosed from rectal or sigmoid colon biopsy specimens in more than 90%/o of cases.
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Collagenous colitis is characterised by chronic watery diarrhoea, minimal or absent endoscopic findings, and the presence of microscopic mucosal inflammation, together with thickening of the subepithelial collagen plate.'
Sporadic cases of collagenous colitis in patients with coeliac disease have been reported2 and a similar aetiology for coeliac disease and collagenous colitis has been proposed.6 However, in two recent studies of patients with coeliac disease no association with collagenous colitis was found, although lymphocytic colitis was detected in some of the patients.8 9 Lymphocytic colitis is similar clinically to collagenous colitis, but differs microscopically in the absence of a thickened collagen plate.6 7 The association between collagenous colitis and both coeliac disease and lymphocytic colitis was investigated in a histopathological and limited immunohistological study of 38 patients with collagenous colitis. We also determined the anatomical distribution of collagenous colitis within the large bowel, because awareness of its distribution should help localise the site for a diagnostic endoscopic biopsy.
Methods
Large bowel biopsy specimens from 38 patients with collagenous colitis taken between 1986 and 1991 were reviewed from the files of The Royal Melbourne Hospital and a large private pathology practice. All patients had chronic watery diarrhoea and met the histological criteria of collagenous colitis comprising band-like thickening of the collagen plate ( t 10 pm), an increase in surface intraepithelial lymphocytes, surface epithelial damage with loss of mucin production and cellular cuboidalisation, and a mixed inflammatory cell infiltrate in the lamina propria and normal crypt architecture.6 7 both coeliac disease and lymphocytic col and the anatomical distribution of the dis4 within the large bowel. Of the 10 patients from whom small bc biopsy specimens were available, four shoi microscopic features consistent with coe disease, indicating a significant associatioi view of the prevalence of coeliac disease in Australian population of 1 13 Our findi suggest that jejunal biopsy should be essential part of the investigative worku; patients with collagenous colitis, especial] symptoms persist.
The pathogenesis of collagenous cc remains undetermined. Attention has been drawn to similarities between the pathogenesis of collagenous colitis and coeliac disease.6 Coeliac disease is thought to be an immunopathological disease caused by sensitivity to the wheat protein gluten, perhaps triggered by adenovirus type 12 infection in certain susceptible individuals.14 In our four patients with coeliac disease collagenous colitis persisted despite a gluten free diet. Indeed, in two of these patients the discovery of collagenous colitis followed the diagnosis of coeliac disease and the start of a gluten free diet. The resistance of collagenous colitis to a gluten free diet has been reported before.24 Thus it would seem that collagenous colitis is not the result of sensitivity to gluten present within the large bowel. However, as the increased number of intraepithelial lymphocytes is a striking feature of both coeliac disease and collagenous colitis, it is still possible that, in collagenous colitis, sensitivity to a luminal agent other than gluten may stimulate an immunopathological response.
Immunostaining of the biopsy specimens in a proportion of our patients with collagenous colitis showed that, as in coeliac disease, the intraepithelial lymphocytes were of T cell origin. Furthermore, lymphocyte subset typing in three cases showed that the intraepithelial lymphocytes were CD8 positive, while most lymphocytes within the lamina propria were of CD4 subtype. This finding is similar to that seen in coeliac disease, where an increase of intraepithelial CD8 positive lymphocytes has been described."5
The distribution of lymphocyte subsets within the inflamed large bowel mucosa of patients with collagenous colitis sheds additional light on the pathogenesis of the disease. CD8 positive T cells show MHC class I restriction, and in this context the antigen presented is usually a processed peptide of an endogenous antigen selectively bound to class I molecules, unlike antigen presented in associae tion with MHC class II to CD4 positive lymphocytes, which is processed exogenous antigen. [16] [17] [18] Because macroscopic evidence of collagenous colitis is not seen during endoscopic examination, it is important to establish the distribution of disease within the large bowel to determine the site most likely to yield a diagnostic biopsy specimen. It has been reported that in collagenous colitis the collagen plate is thicker in the proximal colon compared with the sigmoid colon and rectum,'0 and Giardiello et al found that the thickened collagen plate may be absent in the rectum.20 However, our study confirms that of Lazenby et al, who found that there was little difference between the degree of collagen thickening in proximal and distal large bowel in patients with collagenous colitis.6 Hence, on the basis of the present study, it seems that biopsy specimens taken with a flexible sigmoidoscope are sufficient to diagnose collagenous colitis in over 90% of cases.
